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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Continuation of Box 1.2 

Claims Nos.: 3-4, 6-13, 19-23, 25, 32-37 



1) Claims 3-4 relate to FHA domains defined by reference to a desirable 
characteristic or property, namely being identified by the method of 
claim 2, i.e. binding to a phosphoryl ated peptide comprising amino acid 
sequence Thr(P)-Xl-X2-Asp, wherein Thr(P) denotes a phosphoryl ated 
threonine residue, and XI and X2 each represent any amino acid residue. 
The claims cover all FHA domains having this characteristic or property, 
whereas the application provides support within the meaning of Article 6 
PCT and/or disclosure within the meaning of Article 5 PCT only for the 
FHA domains of Rad53. 

In the present case, the claims so lack support, and the application so 
lacks disclosure, that a meaningful search over the whole of the claimed 
scope is Impossible. 

A search has been performed on FHA domains belonging to Rad53 protein. 



2) Claims 6-13, 19 and 25 relate to phosphopeptides defined by 
reference to a desirable characteristic or property, namely being 
identified by a method according to claim 5, i.e. binding to an FHA 
domain, to their use in screening an FHA domain which binds to them, and 
to nucleic acid molecules, vectors, host cells and transgenic animals 
related to these phosphopeptides. 

The claims cover all phosphopeptides and related subject-matter having 
this characteristic or property, whereas the application provides support 
within the meaning of Article 6 PCT and/or disclosure within the meaning 
of Article 5 PCT only for phosphopeptides corresponding to the consensus 
sequence Thr(P)-Xl-Xl-Asp, wherein Thr(P) denotes a phosphoryl ated 
threonine residue, and XI and X2 represent any amino acid residue. 
In the present case, the claims so lack support, and the application so 
lacks disclosure, that a meaningful search over the whole of the claimed 
scope is impossible. 

A search has been performed on phosphopeptides corresponding to the 
above-mentioned consensus sequence, and on all the subject-matter of 
claims 10-13, 19 and 25 which is related to them. 

3) Claims 20-23 relate to compounds defined by reference to a 
desirable characteristic or property, namely being Identified by the 
method of claim 1, i.e. modulating the binding of an FHA domain to a 
target phosphopeptide. 

The claims cover all substances having this characteristic or property, 
whereas the application provides support within the meaning of Article 6 
PCT and/or disclosure within the meaning of Article 5 PCT for no such 
substances . 

In the present case, the claims so lack support, and the application so 
lacks disclosure, that a meaningful search over the whole of the claimed 
scope is impossible. 

However, a search has been performed on antibodies directed at the FHA 
domain at positions corresponding to Arg-70 and H1s-88 of Rad53p, and on 
antibodies directed at the motif Thr(P)-Xl-X2-Asp, wherein Thr(P) denotes 
a phosphoryl ated threonine residue and XI and X2 represent any amino 
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acid. 

Claim 32 relates to mimetlcs defined by reference to a desirable 
characteristic or property, namely being identified by the method of 
claim 31. 

The claim covers all mimetlcs having this characteristic or property, 
whereas the application provides support within the meaning of Article 6 
PCT and/or disclosure within the meaning of Article 5 PCT for no such 
mimetlcs. 

In the present case, the claims so lack support, and the application so 
lacks disclosure, that a meaningful search over the subject-matter for 
which protection Is sought in claim 32 Is impossible. 
Consequently, no search has been performed on this claim. 

Claims 33-34 relate to the use of a phosphopeptide according to any 
one of claims 6 to 9, an FHA domain or fragment thereof according to 
claim 3 or claim 4 or a substance according to any one of claims 21 to 
23, in the manufacture of a medicament for the treatment of conditions 
associated with cellular processes mediated by the binding of an FHA 
domain to a phosphopeptide, or for the manufacture of a medicament for 
ant 1 pathogen treatment. 

Claim 35 relates to pharmaceutical compositions comprising one or more of 
an FHA domain according to claim 3 or 4, a phosphopeptide according to 
any one of claims 6 to 9, and a substance according to any one of claims 
21 to 23. 

A search has been performed on the uses and pharmaceutical compositions 
based on the subsets of phosphopeptldes according to claims 6-9, FHA 
domains according to claims 3-4 and substances according to claims 21-23 
for which a search has been performed, as explained in par. 1-3 of this 
motivation, and for the same reasons. 

6) Claims 36-37 relate to methods of treatment of human body by 

therapy, based on adimlnl stering the pharmaceutical compositions of claim 
35. A search has been performed on the alleged effects of the 
pharmaceutical compositions for which a search has been performed as 
explained in par. 5 of this motivation, and for the same reasons. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
International preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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Name and mailing address of the international 
preliminary examining authority: 

^ European Patent Office 
^ D-80298 Munich 
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Authorized officer ^-"^^^rr--^ 

Bigot-Maucher, C (| |) 
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Form PCT/IPEA/409 (cover sheet) (January 1994) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/GBOO/01 024 



I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7))\ 
Description, pages: 

1-75 as originally filed 

Claims, No.: 

1-37 as originally filed 

Drawings, sheets: 

1/8-8/8 as originally filed 

Sequence listing part of the description, pages: 

1-39, filed with the letter of 27.10.2000 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the International application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 
K furnished subsequently to this Authority in written form. 

H furnished subsequently to this Authority in computer readable form. 

S The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

K The statement that the information recorded In computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 
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□ the description, pages: 

□ the claims, Nos.; 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

II. Priority 

1 . □ This report has been established as if no priority had been claimed due to the failure to furnish within the 

prescribed time limit the requested: 

□ copy of the earlier application whose priority has been claimed. 

□ translation of the earlier application whose priority has been claimed. 

2. ^ This report has been established as if no priority had been claimed due to the fact that the priority claim has 

been found invalid. 

Thus for the purposes of this report, the international filing date indicated above is considered to be the relevant 
date. 

3. Additional observations, if necessary: 
see separate sheet 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an Inventive step (to be non- 
obvious), or to be Industrially applicable have not been examined in respect of: 

□ the entire international application. 

la claims Nos. 3-4, 6-13, 19-23, 25, 33-37 (all partially), 32 (completely), 
because: 

the said international application, or the said claims Nos. 36-37 with respect to industrial applicability relate to 
the following subject matter which does not require an international preliminary examination {specify): 
see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 
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□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

K no international search report has been established for the said claims Nos. 3-4, 6-1 3, 1 9-23, 25, 33-37 (all 
partially) and 32 (completely). 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 

No: Claims 1-12, 14, 16, 20, 24-27, 30-31, 

Inventive step (IS) Yes: Claims 

No: Claims 1 3, 1 5, 1 7-1 9, 21-23, 28-29, 33-37 

Industrial applicability (lA) Yes: Claims 

No: Claims 1-31,33-35 

2. Citations and explanations 
see separate sheet 

VI. Certain documents cited 

1. Certain published documents (Rule 70.10) 

and / or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 

VII. Certain defects in the International application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 

Vlli. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
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Point II: 



The priority of the present application is valid for claims 1-9, 16, 19-20, 24-25, 28-33 
and 36. Thus, the intermediate documents "WO-A-99/42833", "MOLECULAR CELL, vol. 
4, September 1999, pages 387-394" and "PROC. NATL. ACAD. SCI. USA, vol. 96, July 
1999, pages 7821-7826" published between the priority dates (PI: 19.3.1999, P2: 
28.6.1999) and the filing date (17.3.2000) are not considered to be state of the art and 
therefore not taken into account for the examination of the above mentioned claims. 



However, the priority of claims 10-15, 17-18, 21-23, 26-27, 34-35 and 37 is not valid, 
since the subject-matter of said claims could not be found in the priority documents. 
Thus, the document "MOLECULAR CELL, vol. 4, September 1999, pages 387-394" is 
considered to be state of the art and taken into account for the examination of said 
claims. 



The following technical features could not be found in the priority documents: 



claims 10-13: nucleic acid molecule encoding an "FHA domain according to 

claim 3 or 4 or a phosphopeptide according to any one of claims 6 
to 9"; the priority documents only disclose nucleic acid molecules 
encoding unphosphorylated polvpeptides (see PI , p 1 6-17, 
bridging par, or P2, p 18, I 14-15). 

claims 14-15: "test substance"; said general term could not be found in the 

priority documents 

claims 1 7-18: the whole claim 1 7 

claim 21-23, 35: "single chain antibody" 

claim 26-27: "material containing the polypeptide" ; said general term could not 

be found in the priority documents 
claims 34 and 37: "pathogen"; said general term could not be found in the priority 

documents 



Point III: 



1 . Claims 36-37 relate to subject-matter considered by this Authority to be covered 
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by the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of these 
claims (Article 34(4)(a)(i) PCT). 

2. A partial search has been performed on claims 3-4, 6-13, 19-23, 25 and 32-37, 
since a meaningful search over the whole of the claimed scope was impossible for 
the following reasons: 
claims 3-4: 

the application only provides support within the meaning of Article 6 PCT and 
/ or disclosure within the meaning of Article 5 PCT for the FHA domains of 
Rad 53. 

claims 6-13, 19 and 25: 

the application only provides support and / or disclosure for phosphopeptides 
corresponding to the consensus sequence Thr(P)-Xi-X2-Asp, wherein Thr(P) 
denotes a phosphorylated threonine residue, and and X2 represent any 
amino acid residue, and for all the subject-matter of claims 10-13, 19 and 25 
which is related to them, 
claims 20-23: 

the application only provides support and / or disclosure for antibodies 
directed to the FHA domain at positions corresponding to Arg-70 and His-88 
of Rad53p, and for antibodies directed to the motif Thr(P)- Xt-X2-Asp, 
wherein Thr(P) denotes a phosphorylated threonine residue, and X^ and X2 
represent any amino acid residue 
claim 32: 

no search has been performed, since the application does not provide any 
support and / or disclosure for mimetics covered by said claim 
claims 33-37: 

a search has been performed on the uses, pharmaceutical compositions 
based on the subsets of phosphopeptides according to claims 6-9, FHA 
domains according to claims 3-4 and substances according to claims 21-23, 
as well as for the alleged effects of said pharmaceutical compositions for the 
reasons outlined under the paragraphs here above 

Examination was carried out on the searched subject-matter of the above mentioned 
claims only as well as on the completely searched claims 1-2, 5, 14-18, 24 and 26-31. 
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Point V: 

Reference is made to the following documents: 

D1: MOLECULAR CELL, 

vol. 4, September 1999 (1999-09), pages 387-394 

(only state of the art for claims 10-15, 17-18, 21-23, 26-27, 34-35 and 37) 
D2: SCIENCE, 

vol. 281, 10 July 1998 (1998-07-10), pages 272-274, cited in the application 
D4: MOLECULAR CELL, 

vol. 2, 1998, pages 183-189, cited in the application 
D5: THE EMBO JOURNAL, 

vol. 17, no. 19, 1998, pages 5679-5688, cited in the application 
D6: LETTERS IN PEPTIDE SCIENCE, 

vol. 6, 1999, pages 91-97 

1 . Novelty and Inventive Step 

1.1. Independent claims 1-2, 5 and 24-25 do not appear to be novel (Article 33(2) 
PCT) in the light of D2, D4 or D5: 

D2 discloses the effect of the use of DNA damaging agents such as MMS and HU 
(test substances) (p 273, 1st col, 1st full par) on Rad9 (phosphopeptide) and 
Rad53 (FHA domain) coupling (i.e. binding). The FHA2 domain of Rad53 
functions as a specific modular protein-binding unit, the function of which is 
modified by phosphorylation (p 274, 2nd col, 1st full par). Rad9 is phosohorvlated 
after DNA damage (abstract). D2 shows that Rad9 and Rad53 
coimmunoprecipitate (determination of binding; see present application, p 39, I 21) 
after DNA damage (p 273, 1st to 2nd col, bridging par). GST-pull down assays 
reveal the same result (fig. 1(C)) (determination of binding; see present 
application, p 40, I 2 ff.). 

D4 alreadv discloses that DNA damage-modified Rad9p forms a stable complex 
with Rad53p in vivo (p 184, 1st col, 1st par). Different DNA damaging agents (test 
substance) were given to the cells. Rad53p and Rad9 present in the cell extracts 
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could be coimmunoprecipitated (determination of binding) either with an anti- 
Rad53p or with anti-Rad9p antibody. Said coimmunoprecipitation only occurred 
after DNA damage, i.e. after the addition of the DNA damaging agent, which 
resulted in Rad53p phosphorylation (p 186, 2nd col, last full par and last 
sentence). 

D5 describes that Rad9 physically associates (i.e. binds) with Rad53 after DNA 
damage . A DNA damaging agent is giyen to the cells, for instance methyl 
methane sulfonate (abstract). Affinity purification of Rad9 co-purifies 
(determination of binding) Rad53 (p 5684, 1st col, full par). 

1 .2. The same applies to dependent claims 14 (D2, fig. 2: endogenous Rad9 and 
Rad53) and 16 (D5, p 5684, 1st col, full par), which only disclose subject-matter 
well-known in the art. 

1.3. Claim 15 is novel (Article 33(2) PCT) in the light of D2, D4 or D5, since none of 
the documents discloses the quantification of the phosphopeptide, FHA domain or 
test substance. 

Howeyer, the additional feature of said dependent claim is purely conyentional 
and does not lead to an unexpected effect. Thus, claim 15 is not considered 
inventive (Article 33(3) PCT). 

1 .4. Claims 17-19 are considered novel (Article 33(2) POT), since none of the 
ayailable prior art documents discloses the claimed subject-matter. 

Howeyer, the additional features of said dependent claims are purely conventional 
and does not seem to lead to an unexpected effect. Therefore, claims 17-19 do 
not appear to be inventive (Article 33(3) PCT). 

1 .5. Claims 3-4 and 7 do not appear to be novel (Article 33(2) PCT) in the light of 
D2 assuming that Rad9 possesses the disclosed amino acid sequence - Thr(P)- 
X1-X2-ASP-: thus, one embodiment of said claim is Rad53 (which possesses a 
FHA domain; see present application, p23, I 29=31) binding to Rad9: 
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D2 already reveals that Racl53 of S. cerevisiae has a FHA domain and couples 
with the phosphorvlated phosphopeptide Rad9 . FHA appears to be a protein- 
binding domain (abstract). Thus, said document already teaches the Rad9 / 
Rad53 binding via FHA of Rad53. 

Claims 3 and 7 are furthermore not considered novel (Article 33(2) PCT) in the 
light of D6, which discloses a phosphopeptide comprising the amino acid 
sequence -ThrfPVX TX.-Asp- (abstract). 

1 .6. The subject-matter of claims 6 and 8 is not novel (Article 33(2) PCT) in the light 
of D2. 

D2 alreadv dis closes the binding of phosphorvlated Rad9 to Rad53 via the latter's 
FHA domain (abstract). 

1 .7. Assuming that Rad9 comprises one of the amino acid sequences shown in figure 
2, then D2 is novelty destroying (Article 33(2) PCT) for claim 9. 

1 .8. The subject-matter of claims 10-12 is not considered novel (Article 33(2) PCT) 
in the light of D1 or D2: 

D1 teaches the manufacture of FHA1 and FHA2 encoding DNA by PCR using 
particular primers and the subsequent cloning into the vector pGEX- 4T3 (p 393, 
1st col, 4th par). 

D2 describes TWY397 host cells carrying the vector pRS316 containing RAD9- 
FLAG DNA (fig. 2(A)). RAD9-FLAG DNA encodes the protein Rad9 followed hy a 
single epitope tag (fig. 1). Furthermore, mutant and wild type FAH2 alleles were 
introduced into the vector pRS316 . which was then introduced into DZ424 cells 
(fig. 4(A)). 

1 .9. The subject-matter of claim 13 appears to be novel (Article 33(2) PCT) in the 
light of the available prior art, since none of the documents discloses a transgenic 
animal. 

Claim 13 is however not considered inventive (Article 33(3) PCT), since it is 
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common to provide a transgenic animal comprising a specific nucleic acid. Such a 
procedure is well-known in the art. 

1.10. The subject-matter of claim 20 is not considered novel (Article 33(2) PCT) in the 
light of D2 (p 273, 1st col, I 8-9), D4 (p 184, 1st col, 3rd par) or D5 (fig. 1), since 
said documents already disclose modulating substances such as HU, MMS and 4- 
NQO. 

1.11. The subject-matter of dependent claims 21-23 Is considered novel (Article 
33(2) PCT), since none of the available prior art documents discloses the claimed 
antibody. 

The subject-matter of claims 21-23 is not considered inventive (Article 33(3) 
PCT) for the following reasons. The production of antibodies against a known 
protein is well-established in the art. Furthermore, it is common in the art to use 
antibodies for modulating the binding of substances. 

1.12. The subject-matter of independent claims 26-27 does not appear to be novel 

(Article 33(2) PCT) in the light of D5, p 5684, 1st col, full par. D5 already discloses 
the purification of Rad53 and Rad9 (see also Fig. 7). 

1.1 3. The subject-matter of independent claims 28-29 is novel (Article 33(2) PCT) in 
the light of D5, since the provision of a mimetic for the phosphopeptide is not 
disclosed. 

The provision of mutant phosphopeptides analogous to the mutants of the FHA 
domain is however not considered inventive according to Article 33(3) PCT (see 
1.14.). Thus claim 28 does not comply with the requirements of Article 33(3) 
PCT. 

The subject-matter of dependent claim 29 is not considered inventive (Article 
33(3) PCT)(see 1.14.), since it is not apparent which surprising technical effect 
arises from the claimed amino acid sequences. 

1.14. The subject-matter of independent claims 30-31 does not appear to be novel 

(Article 33(2) PCT) in the light of D2, since said document already discloses a 
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method for localizing sequences necessary for Rad9-Rad53 interaction. Several 
Rad53 mutants (mimetics) are made, and their binding activity to Rad9 is 
measured. One of them has full binding activity (p 273, 2nd col to 5th col). 

1 .15.The subject-matter of claims 33-37 appears to be novel (Article 33(2) PCT) in 
the light of the available prior art, since none of the documents discloses the 
therapeutic use of the phosphopeptide or the FHA domain. 

However, the use of the phosphopeptide or FHA domain in a therapeutical 
treatment does not appear to be inventive in the light of D1, p 393, 1st col, last 
sentence. Said passage already suggests such therapeutic use, and the skilled 
person would know how to make a medicament as well as how to administer the 
phosphopeptide or FHA domain. Thus, the subject-matter of claims 34-35 and 37 
is not considered inventive according to Article 33(3) PCT. 

The subject-matter of claims 33 and 36 does not appear inventive (Article 33(3) 
PCT) either, since the prior art clearly describes the activation of Rad9 and Rad53 
due to DNA damage in DMA repair mechanisms (see for instance D2, p 272, 1st 
col, 1st par). The use of these substances as therapeutics in disorders relating to 
DNA repair is therefore considered obvious. 



2. Industrial Applicability 

For the assessment of the present claims 36-37 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to 
the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound for 
the manufacture of a medicament for a new medical treatment. 
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Point VI: 

The subject-matter of the interfering docunnent "MOLECULAR CELL, vol. 4, September 
1999, pages 387-394" refers to relevant subject-matter. 

The above documents are published after the present application's priority date, but 
before its filing date and are therefore relevant for those parts of the present 
application, if any, which do not have a valid claim to priority (see Point II herein 
above). 

Point VII: 

Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
disclosed in the documents D1-D6 is not mentioned in the description, nor are these 
documents identified therein. 

Point VIII: 

1 . Lack of clarity of the claims as a whole arises, since the plurality of independent 
(23 independent claims in a total of 37 claims!) claims makes it difficult, if not 
impossible, to determine the matter for which protection is sought, and places an 
undue burden on others seeking to establish the extent of the protection. 

Hence, claims 1-37 do not meet the requirements of Article 6 PCT. 

No amended set of claims has been filed defining the relevant subject-matter in 
terms of a minimum number of independent claims in each category followed by 
dependent claims covehng features which are merely optional (Rule 6.4 PCT). 

2. Claim 9 does not comply with Rule 6.1(a) PCT, since it contains a reference to 
figure 2. Claims shall not rely, in respect of the technical features of the invention, 
on references to the description or drawings. 
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I X I It is also accompanied by a copy of each prior art document cited in this report. 



1 . Basis of the report 

a 



With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 



□ 



the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 



With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 

was carried out on the basis of the sequence listing ; 

I I contained in the international application in written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

[X] the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 



□ 

m 



2. [X] Certain claims were found unsearchable (See Box I). 

3. I I Unity of invention is lacking (see Box II). 

4. With regard to the title, 

I I the text is approved as submitted by the applicant. 

[X] the text has been established by this Authority to read as follows: 

SCREENING METHODS BASED ON FHA DOMAINS 



With regard to the abstract, 

[X] the text is approved as submitted by the applicant 
the text has been established, according to Rule 2 

within one month from the date of mailing of this international search report, submit comments to this Authority 



I I the text has been established, according to Rule 38-2(b), by this Authority as it appears in Box III. The applicant may. 



The figure of the drawings to be published with the abstract is Figure No. 



I I as suggested by the applicant. [X] None of the figures. 

I I because the applicant failed to suggest a figure. 

I I because this figure better characterizes the invention. 
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Continuation of Box 1.2 

Claims Nos.: 3-4, 6-13, 19-23, 25, 32-37 



1) Claims 3-4 relate to FHA domains defined by reference to a desirable 
characteristic or property, namely being identified by the method of 
claim 2, I.e. binding to a phosphoryl ated peptide comprising amino acid 
sequence Thr( P )-Xl-X2-Asp , wherein Thr(P) denotes a phosphoryl ated 
threonine residue, and XI and X2 each represent any amino acid residue. 
The claims cover all FHA domains having this characteristic or property, 
whereas the application provides support within the meaning of Article 6 
PCT and/or disclosure within the meaning of Article 5 PCT only for the 
FHA domains of Rad53. 

In the present case, the claims so lack support, and the application so 
lacks disclosure, that a meaningful search over the whole of the claimed 
scope 1s impossible. 

A search has been performed on FHA domains belonging to Rad53 protein. 



2) Claims 6-13, 19 and 25 relate to phosphopeptides defined by 
reference to a desirable characteristic or property, namely being 
identified by a method according to claim 5, i.e. binding to an FHA 
domain, to their use in screening an FHA domain which binds to them, and 
to nucleic acid molecules, vectors, host cells and transgenic animals 
related to these phosphopeptides. 

The claims cover all phosphopeptides and related subject-matter having 
this characteristic or property, whereas the application provides support 
within the meaning of Article 6 PCT and/or disclosure within the meaning 
of Article 5 PCT only for phosphopeptides corresponding to the consensus 
sequence Thr( P )-Xl-Xl-Asp , wherein Thr(P) denotes a phosphoryl ated 
threonine residue, and XI and X2 represent any amino acid residue. 
In the present case, the claims so lack support, and the application so 
lacks disclosure, that a meaningful search over the whole of the claimed 
scope Is impossible. 

A search has been performed on phosphopeptides corresponding to the 
above-mentioned consensus sequence, and on all the subject-matter of 
claims 10-13, 19 and 25 which is related to them. 

3) Claims 20-23 relate to compounds defined by reference to a 
desirable characteristic or property, namely being identified by the 
method of claim 1, I.e. modulating the binding of an FHA domain to a 
target phosphopeptide. 

The claims cover all substances having this characteristic or property, 
whereas the application provides support within the meaning of Article 6 
PCT and/or disclosure within the meaning of Article 5 PCT for no such 
substances . 

In the present case, the claims so lack support, and the application so 
lacks disclosure, that a meaningful search over the whole of the claimed 
scope Is impossible. 

However, a search has been performed on antibodies directed at the FHA 
domain at positions corresponding to Arg-70 and His-88 of Rad53p, and on 
antibodies directed at the motif Thr(P)-Xl-X2-Asp, wherein Thr(P) denotes 
a phosphoryl ated threonine residue and XI and X2 represent any amino 
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acid. 

Claim 32 relates to mimetics defined by reference to a desirable 
characteristic or property, namely being identified by the method of 
cl aim 31 . 

The claim covers all mimetics having this characteristic or property, 
whereas the application provides support within the meaning of Article 6 
PCT and/or disclosure within the meaning of Article 5 PCT for no such 
mimetics . 

In the present case, the claims so lack support, and the application so 
lacks disclosure, that a meaningful search over the subject-matter for 
which protection is sought in claim 32 is impossible. 
Consequently, no search has been performed on this claim. 

Claims 33-34 relate to the use of a phosphopeptide according to any 
one of claims 6 to 9, an FHA domain or fragment thereof according to 
claim 3 or claim 4 or a substance according to any one of claims 21 to 
23, in the manufacture of a medicament for the treatment of conditions 
associated with cellular processes mediated by the binding of an FHA 
domain to a phosphopeptide, or for the manufacture of a medicament for 
antipathogen treatment. 

Claim 35 relates to pharmaceutical compositions comprising one or more of 
an FHA domain according to claim 3 or 4, a phosphopeptide according to 
any one of claims 6 to 9, and a substance according to any one of claims 
21 to 23. 

A search has been performed on the uses and pharmaceutical compositions 
based on the subsets of phosphopeptides according to claims 6-9, FHA 
domains according to claims 3-4 and substances according to claims 21-23 
for which a search has been performed, as explained in par. 1-3 of this 
motivation, and for the same reasons. 

6) Claims 36-37 relate to methods of treatment of human body by 

therapy, based on adimi ni steri ng the pharmaceutical compositions of claim 
35. A search has been performed on the alleged effects of the 
pharmaceutical compositions for which a search has been performed as 
explained in par. 5 of this motivation, and for the same reasons. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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